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DETAILED ACTION 



The receipt is acknowledged of applicants' IDS, filed 03/26/2002. 



Claims 1-34 are included in the prosecution. 



Specification 

1 . The following guidelines illustrate the preferred layout for the specification of a 
utility application. These guidelines are suggested for the applicant's use. 

Arrangement of the Specification 

As provided in 37 CFR 1 .77(b), the specification of a utility application should 
include the following sections in order. Each of the lettered items should appear in 
upper case, without underlining or bold type, as a section heading. If no text follows the 
section heading, the phrase "Not Applicable" should follow the section heading: 

(a) TITLE OF THE INVENTION. 

(b) CROSS-REFERENCE TO RELATED APPLICATIONS. 

(c) STATEMENT REGARDING FEDERALLY SPONSORED RESEARCH OR 

DEVELOPMENT. 

(d) INCORPORATION-BY-REFERENCE OF MATERIAL SUBMITTED ON A 

COMPACT DISC (See 37 CFR 1.52(e)(5) and MPEP 608.05. Computer 
program listings (37 CFR 1.96(c)), "Sequence Listings" (37 CFR 1.821(c)), 
and tables having more than 50 pages of text are permitted to be 
submitted on compact discs.) or 

REFERENCE TO A "MICROFICHE APPENDIX" (See MPEP § 608.05(a). 
"Microfiche Appendices" were accepted by the Office until March 1 , 2001 .) 

(e) BACKGROUND OF THE INVENTION. 

(1) Field of the Invention. 

(2) Description of Related Art including information disclosed under 37 
CFR 1.97 and 1.98. 

(f) BRIEF SUMMARY OF THE INVENTION. 

(g) BRIEF DESCRIPTION OF THE SEVERAL VIEWS OF THE DRAWING(S). 

(h) DETAILED DESCRIPTION OF THE INVENTION. 
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(i) CLAIM OR CLAIMS (commencing on a separate sheet). 

(j) ABSTRACT OF THE DISCLOSURE (commencing on a separate sheet). 

(k) SEQUENCE LISTING (See MPEP § 2424 and 37 CFR 1.821-1825. A 
"Sequence Listing" is required on paper if the application discloses a 
nucleotide or amino acid sequence as defined in 37 CFR 1.821(a) and if 
the required "Sequence Listing" is not submitted as an electronic 
document on compact disc). 

2. This application does not contain an abstract of the disclosure as required by 37 
CFR 1 .72(b). An abstract on a separate sheet is required. 

3. The lengthy specification has not been checked to the extent necessary to 
determine the presence of all possible minor errors. Applicant's cooperation is 
requested in correcting any errors of which applicant may become aware in the 
specification. 

4. The use of the trademark "Pluronic F-68" has been noted in this application. It 
should be capitalized wherever it appears and be accompanied by the generic 
terminology. Although the use of trademarks is permissible in patent applications, the 
proprietary nature of the marks should be respected and every effort made to prevent 
their use in any manner which might adversely affect their validity as trademarks. 

Claim Objections 

5. Claims 6-1 0, 1 9-21 , 23-34 are objected to under 37 CFR 1 75(c) as being in 
improper form because a multiple dependent claim cannot depend on another multiple 
dependent claim. See MPEP § 608.01 (n). 
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Claim Rejections - 35 USC § 112 

6. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

7. Claims 1-34 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 1 recites the limitation "the compound" in the second line of the claim. 
There is insufficient antecedent basis for this limitation in the claim. 

Claims 3-34 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite in that they fail to point out what is included or excluded by the claim language 
and introduced by frequent use of the relative terms "optionally", "preferably", "more 
preferably" and "even more preferably". These claims are omnibus type claims. 

Regarding claims 6, 10, 16, 21, 24, 25 and 27, a broad range or limitation 
together with a narrow range or limitation that falls within the broad range or limitation 
(in the same claim) is considered indefinite, since the resulting claim does not clearly 
set forth the metes and bounds of the patent protection desired. The claims are 
rendered indefinite by raising a question or doubt introduced by the limitations following 
the expression "preferably" because it is subject of more than one interpretation, and 
one interpretation would render the claim unpatentable over the prior art. In the present 
claim 6, the broad range is "pH 6.15-7.4" and the narrower range is "pH 6.2-6.5". In the 
present claim 10, the broad range is the concentration of non-ionic surfactant in the 
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range of "0.05%-5%" and the narrower range is "0.1%-1.0%". In claim 16, the broad 
range is the concentration of non-ionic surfactant in the range of "less than 0.05%" and 
the narrower range is "less than 0.04%", and the more narrow range is "less than 
0.001%>". In claim 21 , the broad range is the percentage of aggregation of growth 
hormone "less than 10%" and the narrower range is "less than and the more 
narrow range "less than 0.1%". In the present claim 25, the broad range is the storage 
period "six weeks" and the narrower range is "1 -4 months", and the more narrow range 
"3 month". In the present claim 25, the broad range is the storage temperature "2°C or 
greater", the narrower range is "4°C or greater", more narrow range is "2°C to less than 
40°C", even narrower range is "2°C to 25°C", and most narrow range is "15°C". 
Regarding claim 27, the broad range is the detection of crystallization by "eye", the 
narrower range is "5X magnification" and the more narrow range is "10X". 

Regarding claim 19, the term "e.g." renders the claim indefinite because it is 
unclear whether the limitation(s) following the phrase are part of the claimed invention. 
See MPEP§ 2173.05(d). 

Claim 22 contains the trademark/trade name "Pluronic F-68". Where a 
trademark or trade name is used in a claim as a limitation to identify or describe a 
particular material or product, the claim does not comply with the requirements of 35 
U.S.C. 112, second paragraph. See Ex parte Simpson, 218 USPQ 1020 (Bd. App. 
1982). The claim scope is uncertain since the trademark or trade name cannot be used 
properly to identify any particular material or product. A trademark or trade name is 
used to identify a source of goods, and not the goods themselves. Thus, a trademark or 
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trade name does not identify or describe the goods associated with the trademark or 
trade name. In the present case, the trademark/trade name is used to identify/describe 
non-ionic surfactant and, accordingly, the identification/description is indefinite. 



Claim Rejections - 35 USC § 102 

8. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

9. Claims 1-15, 17-30 are rejected under 35 U.S.C. 102(b) as being anticipated by 
WO 94/03198 ('198). 

WO '198 disclosed a stable pharmaceutical^ acceptable aqueous isotonic 
formulation containing human growth hormone, buffer solution, non-ionic surfactant, 
mannitol, preservative and water (abstract; page 3, lines 21-25; page 7, lines 1-8; page 
17, claim 12). The amount of human growth hormone is 0.1 to 10 mg/ml (page 5, lines 
1-16). The buffered solution included phosphate and present in range of 2 mM to 50 
mM (page 6, lines 1-5). The suitable pH ranges from 4-8 (page 6, lines 15-20). The 
preservatives present in amount of 0.2%-1% and include phenol, benzyl alcohol, meta- 
cresol, methyl paraben, propyl paraben, benzalconium chloride and benzathonium 
chloride (page 6, lines 7-13). The non-ionic surfactant includes Pluronic in an amount of 
0.1%-1% (w/v) (page 5, lines 27-34; page 16, claim 2). The formulation showed 
aggregation less than 1% after 18 month when stored at temperature between 2°C to 
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25°C, and the solution was clear to the eye i.e. no crystallization (page 9, lines 8-34; 
page 10, lines 7-10). The formulation is administered by needleless jet injector gun 
(page 5, lines 38-39). 

10. Claims 1-4, 7, 8, 11-15, 17, 18-20, 21, 23-27 are rejected under 35 U.S.C. 102(b) 
as being anticipated by WO 97/07816 ('816). 

US '816 disclosed stable injectable isotonic solution containing growth hormone , 
mannitol, pH adjusting phosphate buffer solution, benzyl alcohol as a preservative and 
water (abstract; page 8, Example I). The pH of the solution is 5.9 (Example I). The 
solution is stable for 2-6 months at temperature of about 7-25°C (page 6, lines 16-19; 
page 10, lines 7-12). The degree of aggregation of a specific compound in a formulation 
is inherent for the formulation having the same composition. Specific formulation will 
have the same degree of crystallization under the same conditions. 

1 1 . Claims 1 -7, 9-1 5,17,1 9, 20, 23-30 are rejected under 35 U.S.C. 1 02(b) as being 
anticipated by US 5,096,885 ('885). 

US '885 disclosed a stable solution comprising human growth hormone, 
mannitol, buffer, preservative, and nonionic surfactant (abstract; col. 2, lines 65-68; 
col.6, line 25; col. 7, lines 1-10, 54-60). The buffer is phosphate buffer (col.5, lines 1-10, 
46-47). The pH of the formulation is between 4-8 (col. 3, lines 1-3). The amount of 
surfactant is between 0.1-5% (col.6, lines 40-41 ). The formulation is administered by jet 
injector gun (col.6, lines 35-36). The degree of aggregation of a specific compound in a 
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formulation is inherent for the formulation having the same composition. Specific 
formulation will have the same degree of crystallization under the conditions. 

12. Claims 1-6, 9-11, 14, 15, 17, 19-21, 23-30 are rejected under 35 U.S.C. 102(b) 
as being anticipated by US 5,126,324 ('324). 

US '324 discloses a liquid isotonic solution comprising human growth hormone, 
water, phosphate buffer, mannitol, non-ionic surfactant (col. 9, lines 38-45, 50-54, 60-65; 
col. 18, claim 4). The pH of the solution is 4.5-8 (col. 10, lines 1-2). The amount of 
surfactant is 0.1% (col. 10, lines 20-21). The formulation is injectable (col. 10, lines 39- 
40). The degree of aggregation of a specific compound in a formulation is inherent for 
the formulation having the same composition. Specific formulation will have the same 
degree of crystallization under the same conditions. 

13. Claims 1-4, 7, 8, 11-15, 17, 18-20, 21, 23-30 rejected under 35 U.S.C. 102(b) as 
being anticipated by US 5,567,677 ('677). 

US '677 disclosed an injectable aqueous solution comprising growth hormone, 
buffer, mannitol, and benzyl alcohol (abstract), the buffer includes phosphate and 
having pH of 5.0-7.0 (col.3, lines 23-27, table I; col.8, claim 1). The formulation is stable 
for 12 months (col.3, lines 29-32). The degree of aggregation of a specific compound in 
a formulation is inherent for the formulation having the same composition. Specific 
formulation will have the same degree of crystallization under the same conditions. 
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14. Claims 1-6, 9, 11, 14, 15, 17, 19-21, 23-27 are rejected under 35 U.S.C. 102(b) 
as being anticipated by US 5,610,134 ( f 134). 

US '134 disclosed a liquid formulation comprising growth hormone, water, 
phosphate buffer, mannitol, and non-ionic surfactant (col. 12, lines 32-34, 42-46, 51-58). 
The pH of the formulation is from 4.5-8.0 (col. 12, lines 61-62). The degree of 
aggregation of a specific compound in a formulation is inherent for the formulation 
having the same composition. Specific formulation will have the same degree of 
crystallization under the same conditions. 



Claim Rejections - 35 USC § 103 

15. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

16. This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
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consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 1 03(a). 

17. Claim 16 is rejected under 35 U.S.C. 103(a) as being unpatentable over WO 
'198. 

The teachings of WO '198 are discussed under 102 rejection above. 
However, WO '198 does not teach the amount of the non-ionic surfactant as 
claimed in claim 16. 

It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to have a formulation comprising growth hormone and non-ionic 
surfactant as disclosed by WO '1 98 with the amount of the surfactant less than 0.05%, 
since it has been held that where the general conditions of a claim are disclosed in the 
prior art, discovering the optimum or workable ranges involves only routine skill in the 
art. In re Alter, 105 USPQ 233. 

18. Claims 31-34 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
WO '198 in view of US 5,334,162 ('162). 

The teachings of WO '198 are discussed under 102 rejection above. 

However, WO '198 does not teach the kit having the pen injector device and a 
separate container of the growth hormone as claimed in claims 31-34. 

US '162 teaches a cartridge assembly for administration of compounds, wherein 
the cartridge holds the compound and forms a portion of a pen injector device 
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(abstract). The device is suitable for lyophilized compounds that are moisture and 
oxygen sensitive such as growth hormone (col.1, lines 42-51). 

Thus, it would have been obvious to one having ordinary skill in the art the time 
of the invention to provide the formulation comprising growth hormone disclosed by WO 
'198, and administer the formulation by pen injector device comprising the growth 
hormone in a cartridge as disclosed by US '162, motivated by the teaching of US '162 
that the device is suitable for lyophilized compounds that are moisture and oxygen 
sensitive such as growth hormone, with reasonable expectation of the having the 
formulation of WO '198 comprising growth hormone delivered by pen injector device 
comprising cartridge containing the hormone and deliver it to the needy patient with 
great success. 

19. Claims 28-34 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
WO '816 in view of US '162. 

The teachings of both references are discussed above. 

WO '816 does not teach the kit and the pen injector device as claimed in claims 

28-34 

Thus, it would have been obvious to one having ordinary skill in the art the time 
of the invention to provide the formulation comprising growth hormone disclosed by WO 
'816, and administer the formulation by pen injector device comprising the growth 
hormone in a cartridge as disclosed by US '162, motivated by the teaching of US '162 
that the device is suitable for lyophilized compounds that are moisture and oxygen 
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sensitive such as growth hormone, with reasonable expectation of the having the 
formulation of WO '816 comprising growth hormone delivered by pen injector device 
comprising cartridge containing the hormone and delivers it to the needy patient with 
great success. 

20. Claims 16, 22 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
US '885. 

The teachings of US '885 are discussed above, however, the reference does not 
teach the amount of the non-ionic surfactant as claimed in claim 16, or the specific 
surfactant as claimed in claim 22. 

The specific non-ionic surfactant claimed in claim 22 does not impart patentability 
to the claim because the prior art recognized the addition of non-ionic surfactant to 
reduce growth hormone aggregation, absent evidence to the contrary. 

It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to have a formulation comprising growth hormone and non-ionic 
surfactant as disclosed by US '885 with the amount of the surfactant less than 0.05%, 
since it has been held that where the general conditions of a claim are disclosed in the 
prior art, discovering the optimum or workable ranges involves only routine skill in the 
art. In re Aller, 105 USPQ 233. 

21. Claims 31-34 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
US '885 in view of US '162. 
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The teachings of both references are discussed above. 

US '885 does not teach the kit and the pen injector device as claimed in claims 

31-34. 

Thus, it would have been obvious to one having ordinary skill in the art the time 
of the invention to provide the formulation comprising growth hormone disclosed by US 
'885, and administer the formulation by pen injector device comprising the growth 
hormone in a cartridge as disclosed by US '162, motivated by the teaching of US '162 
that the device is suitable for lyophilized compounds that are moisture and oxygen 
sensitive such as growth hormone, with reasonable expectation of the having the 
formulation of US '885 comprising growth hormone delivered by pen injector device 
comprising cartridge containing the hormone and delivers it to the needy patient with 
great success. 

22. Claims 16, 22 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
US '324. 

The teachings of US '324 are discussed above, however, the reference does not 
teach the amount of the non-ionic surfactant as claimed in claim 16, or the specific 
surfactant as claimed in claim 22. 

The specific non-ionic surfactant claimed in claim 22 does not impart patentability 
to the claim because the prior art recognized the addition of non-ionic surfactant to 
reduce growth hormone aggregation, absent evidence to the contrary. 
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It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to have a formulation comprising growth hormone and non-ionic 
surfactant as disclosed by US '324 with the amount of the surfactant less than 0.05%, 
since it has been held that where the general conditions of a claim are disclosed in the 
prior art, discovering the optimum or workable ranges involves only routine skill in the 
art. In re Alter, 105 USPQ 233. 

23. Claims 31-34 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
US '324 in view of US '162. 

The teachings of both references are discussed above. 

US '324 does not teach the kit and the pen injector device as claimed in claims 

31-34. 

Thus, it would have been obvious to one having ordinary skill in the art the time 
of the invention to provide the formulation comprising growth hormone disclosed by US 
'324, and administer the formulation by pen injector device comprising the growth 
hormone in a cartridge as disclosed by US '162, motivated by the teaching of US '162 
that the device is suitable for lyophilized compounds that are moisture and oxygen 
sensitive such as growth hormone, with reasonable expectation of the having the 
formulation of US '324 comprising growth hormone delivered by pen injector device 
comprising cartridge containing the hormone and delivers it to the needy patient with 
great success. 
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24. Claims 16, 22 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
US '677. 

The teachings of US '677 are discussed above, however, the reference does not 
teach the amount of the non-ionic surfactant as claimed in claim 16, or the specific 
surfactant as claimed in claim 22. 

The specific non-ionic surfactant claimed in claim 22 does not impart patentability 
to the claim because the prior art recognized the addition of non-ionic surfactant to 
reduce growth hormone aggregation, absent evidence to the contrary. 

It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to have a formulation comprising growth hormone and non-ionic 
surfactant as disclosed by US '677 with the amount of the surfactant less than 0.05%, 
since it has been held that where the general conditions of a claim are disclosed in the 
prior art, discovering the optimum or workable ranges involves only routine skill in the 
art. In re Aller, 105 USPQ 233. 

25. Claims 31-34 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
US '677 in view of US '162. 

The teachings of both references are discussed above. 

US '677 does not teach the kit and the pen injector device as claimed in claims 

31-34. 

Thus, it would have been obvious to one having ordinary skill in the art the time 
of the invention to provide the formulation comprising growth hormone disclosed by US 
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'677, and administer the formulation by pen injector device comprising the growth 
hormone in a cartridge as disclosed by US '162, motivated by the teaching of US '162 
that the device is suitable for lyophilized compounds that are moisture and oxygen 
sensitive such as growth hormone, with reasonable expectation of the having the 
formulation of US '677 comprising growth hormone delivered by pen injector device 
comprising cartridge containing the hormone and delivers it to the needy patient with 
great success. 

26. Claims 10, 16, 22 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over US '134. 

The teachings of US '134 are discussed above, however, the reference does not 
teach the amount of the non-ionic surfactant as claimed in claims 10 and 16, or the 
specific surfactant as claimed in claim 22. 

The specific non-ionic surfactant claimed in claim 22 does not impart patentability 
to the claim because the prior art recognized the addition of non-ionic surfactant to 
reduce growth hormone aggregation, absent evidence to the contrary. 

It would have been obvious to one having ordinary skill in the art at the time the 
invention was made to have a formulation comprising growth hormone and non-ionic 
surfactant as disclosed by US '134 with the amount of the surfactant to the desired 
concentration according to the specific need, since it has been held that where the 
general conditions of a claim are disclosed in the prior art, discovering the optimum or 
workable ranges involves only routine skill in the art. In re Aller, 105 USPQ 233. 
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27. Claims 28-34 are rejected under 35 U.S.C. 1 03(a) as being unpatentable over 
US '134 in view of US '162. 

The teachings of both references are discussed above. 

US '134 does not teach the kit and the pen injector device as claimed in claims 

28-34. 

Thus, it would have been obvious to one having ordinary skill in the art the time 
of the invention to provide the formulation comprising growth hormone disclosed by US 
'134, and administer the formulation by pen injector device comprising the growth 
hormone in a cartridge as disclosed by US '162, motivated by the teaching of US '162 
that the device is suitable for lyophilized compounds that are moisture and oxygen 
sensitive such as growth hormone, with reasonable expectation of the having the 
formulation of US '134 comprising growth hormone delivered by pen injector device 
comprising cartridge containing the hormone and delivers it to the needy patient with 
great success. 

28. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Isis Ghali whose telephone number is (571) 272-0595. 
The examiner can normally be reached on Monday-Thursday, 7:00 to 5:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Thurman Page can be reached on (571) 272-0602. The fax phone number 
for the organization where this application or proceeding is assigned is 703-872-9306. 
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